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DETAILED ACTION 

This application is a 371 (national stage application) of PCT/BE04/00172, filed on 
12/2/04. 

Priority 

This application is a 371 (national stage application) of PCT/BE04/00172, filed on 
12/4/04. The filing date of the instant application is 5/31/06. This application claims 
priority to the following foreign applications: 2451798, filed on 12/2/03; 03447279.5, filed 
on 12/2/03; 04447001 .1 , filed on 1/5/04; 04447066.4, filed on 3/18/04; 2461248, filed on 
3/18/04; 04025035.9, filed on 10/21/04; 2004-349085, filed on 11/4/04; and 2487529, 
filed on 1 1/15/04. Certified copies of the foreign priority applications have been 
received. The instant application is also a continuation in part of the following 
applications: 10725965, filed on 12/2/03; 10/752423, filed on 1/6/04; and 10803793, 
filed on 3/18/04. Application No. 10/725965, 10/752423, and 10803793 provide support 
to the instant claims. Therefore, the priority and effective filing date given to the instant 
claims is that of the earliest filed application, 1 2/2/03. 

Response to Restriction Requirement 

1 . Applicant's election with traverse of the invention of Group II, claims 86-87, 94- 
99, and 105-109, drawn to a composition, in the reply filed on 4/3/09 is acknowledged. 
The traversal is on the ground(s) that the US 5,762,960 patent does not teach that 
pipamperone can be combined with a selective serotonin reuptake inhibitor (SSRI). The 
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Applicant's also argue that the US 5,762,960 patent teaches away from the combination 
of pipamperone and an SSRI, as the US '960 patent teaches that "no anxiolytic 
substance should be given to a domesticated animal showing any form of overt 
aggression", (column 10, lines 27-30). This is not found persuasive because the 
invention of Group I is drawn to a composition, and not a method of treating aggression. 
The US '960 patent does teach that "if the animal is in a highly excitable or anxious 
state, it is often desirable to utilize a sedative or tranquilizing agent in combination with 
one or more of the preferred non-anxiolytic substances" (column 10, lines 13-16). 
Specifically, the US '960 patent teaches that clomipramine and pipamperone are to be 
used together, for the alleviation of anxiety (column 10, lines 16-26). Clomipramine is 
known as an SSRI. While the US '960 patent does teach that the combination should 
not be provided to animals showing aggression (column 10, lines 27-30), the invention 
of Group II is drawn to a composition, and not a method of treating aggression. While 
the US '960 patent does not explicitly teach that the amount of pipamperone 
administered is a unitary dose between 5 to 15 mg., it would have been obvious for one 
of ordinary skill in the art that, as the combination of administering an SSRI such as 
clomipramine along with pipamperone was already known, to optimize the dosage to 
provide the most beneficial effect would have been routine. The Applicant's statement 
that a search of the art for Group I or II would identify art relevant to the other group is 
acknowledged. However, the restriction requirement for national stage applications is 
not based upon a search burden, but is necessitated by the requirement for unity of 
invention. Rule 13.1 of the PCT states that the "international application shall relate to 
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one invention only or to a group of inventions so linked as to form a single general 
inventive concept", while Rule 13.2 states that the unity of invention between groups of 
inventions shall be fulfilled when the groups share a special technical feature. The 
special technical feature is defined as "those technical features that define a 
contribution which each of the claimed inventions, considered as a whole, makes over 
the prior art". The special technical feature between Groups l-ll is the composition of 
pipamperone and a SSRI, nor-adrenaline, or dopamine reuptake inhibitor. As the prior 
art teaches the combination of pipamperone with an SSRI, the composition is no longer 
considered a special technical feature, and unity of invention between Groups l-ll is 
broken. In the response filed on 4/3/09, the Applicant's elected escitalopram as the 
SSRI. 

The requirement is still deemed proper and is therefore made FINAL. 
In the reply filed on 4/3/09, it was brought to the examiner's attention that the following 
copending applications are related to the instant application: 10/725965, 10/752423, 
10/803793, and 10/984683. The examiner is appreciative of this information. 

2. Claims 82-85, 88-93, and 1 00-1 04 are withdrawn from further consideration 
pursuant to 37 CFR 1 .142(b), as being drawn to a nonelected invention, there being no 
allowable generic or linking claim. Applicant timely traversed the restriction (election) 
requirement in the reply filed on 4/3/09. Claims 87, 95-99, 107, and 109 are withdrawn 
from consideration as the claims were drawn to non-elected species. 

3. Claims 86, 94, 1 05-1 06, and 1 08 were examined. 

4. Claims 86, 94, 1 05-1 06, and 1 08 are rejected. 
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Claim Rejections-35 USC §103 

5. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

6. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 



7. Claims 86, 94, 105-106, and 108 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over WO 01/41701 patent publication, in view of Van Oekelen et. al., Eur. 
J. Pharm., 425, pp. 21-32. 

8. The WO '701 publication teaches a composition comprised of an SSRI and a 
compound having 5-HT 2c antagonistic, partial agonistic, or inverse agonistic activity 
(Abstract). Specifically, the WO '701 publication teaches that escitalopram can be 
selected as the SSRI (p. 6, line 29). 
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The WO 701 publication does not explicitly teach that the compound having 5- 
HT 2c antagonistic, partial agonistic, or inverse agonistic activity is pipamperone, or that 
the amount of pipamperone to be administered is a unitary dose between 5 and 20 mg. 
9. Van Oekelen et. al. teaches that pipamperone is a 5-HT antagonist and has 
binding affinity for both the 5-HT 2 a and 5-HT 2c receptors (p. 29, right column, top 
paragraph). Van Oekelen et. al. also teaches that pipamperone has been widely used 
for therapeutic use (p. 29, right column, top paragraph). 

One of ordinary skill in the art would have been motivated to combine 
pipamperone with escitalopram, because pipamperone has been known in the art to be 
widely used in compositions for therapeutic purposes, and functions as a serotonin 
antagonist, with binding affinity for both the 5-HT2A and 5-HT2C receptors, as taught by 
Van Oekelen et. al. (p. 29, right column, top paragraph). The WO 701 publication 
teaches a composition comprised of both escitalopram, and an additional compound 
that functions as a 5-HT 2 c antagonist, partial agonist, or inverse agonist. While the WO 
701 publication does not explicitly teach that pipamperone can be present in the 
composition, it is taught that the composition is comprised of a compound that functions 
as a 5-HT 2C antagonist, partial agonist, or inverse agonist (Abstract), and that this 
compound includes "antipsychotics having effect at 5-HT 2C receptors" (p. 12, lines 10- 
18). Van Oekelen et. al. proposes than pipamperone has an inverse agonistic effect on 
the 5-HT 2C receptor (p. 30, right column, last paragraph). Additionally, pipamperone has 
been commonly used for therapeutic purposes related to treatment of depression, 
anxiety, and other related disorders. As such, it would have been prima facie obvious 
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for one of ordinary skill in the art at the time of the invention to combine pipamperone 
with escitalopram, because the WO '701 publication teaches that escitalopram and an 
anti-depressant which has activity at the 5-HT 2 c receptor are effective in compositions 
for treating mood, depression and other anxiety disorders, and Van Oekelen teaches 
that pipamperone has binding affinity for the 5-HT 2 c receptor. 

It is noted that while the WO '701 publication does not explicitly state that the 
amount of pipamperone administered is a unitary dose between 5 to 20 mg., it is taught 
that the amount of 5-HT 2C antagonist, partial agonist, or inverse agonist to be 
administered ranges from 0.1 to 150 mg. daily (p. 14, lines 26-27). It would have been 
obvious to one of ordinary skill in the art that as pipamperone functions as an inverse 
agonist, the amount of pipamperone to be administered would also be within this range. 
The WO '701 publication also teaches unitary dosages (p. 15, lines 28-31). 

Claim Rejections-35 USC §112 

10. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

11. Claims 106 and 108 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for treating mood or anxiety disorders with a 
composition comprised of escitalopram and pipamperone, does not reasonably provide 
enablement for treating such disorders with all prodrugs or active metabolites of 
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selective serotonin and nor-adrenaline reuptake inhibitors, hereafter referred to as 
SNRIs. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to practice the invention 
commensurate in scope with these claims. See M.P.E.P. 2164.08. The reference of 
Meyer, J. Pharmacokinetics and Biopharmaceutics, 24, pp. 449-459, is used in this 
rejection. 

The factors to be considered in determining whether a disclosure meets the 
enablement requirements of 35 U.S.C. 112, first paragraph, have been described in In 
re Wands, 858 F.2d 731 , 8 USPQ2d 1400 (Fed. Cir., 1988). The court in Wands states, 
"Enablement is not precluded by the necessity for some experimentation, such as 
routine screening. However, experimentation needed to practice the invention must not 
be undue experimentation. The key word is 'undue', not 'experimentation'" {Wands, 8 
USPQ2sd 1404). Clearly, enablement of a claimed invention cannot be predicated on 
the basis of quantity of experimentation required to make or use the invention. 
"Whether undue experimentation is needed is not a single, simple factual determination, 
but rather is a conclusion reached by weighing many factual considerations" {Wands, 8 
USPQ2d 1404). Among these factors are: (1) the nature of the invention; (2) the 
breadth of the claims; (3) the state of the prior art; (4) the predictability or 
unpredictability of the art; (5) the relative skill of those in the art; (6) the amount of 
direction or guidance presented; (7) the presence or absence of working examples; and 
(8) the quantity of experimentation necessary. 
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While all of these factors are considered, a sufficient amount for a prima facie 
case is discussed below. 

(1) The nature of the invention and (2) the breadth of the claims: 

The claims are drawn to a composition comprised of pipamperone and escitalopram, 
to be used for the treatment of mood or anxiety disorders. The claims also cite that 
the composition is comprised of prodrugs or active metabolites of SNRIs. Thus, the 
claims taken together with the specification imply all active metabolites of SNRIs can 
be used in a composition for treating mood or anxiety disorders. However, the 
number of possible active metabolites of SNRIs can be considerably large, and not 
all of the active metabolites would be expected to have the same biological activity. 
Additionally, it is known in the art that some metabolites can be more toxic than the 
parent drug, which would make their administration undesirable. 

(3) The state of the prior art and (4) the predictability or unpredictability of the art: 
The prior art teaches that pipamperone and escitalopram are both useful in 
compositions for treating mood and anxiety disorders. However, there is no such 
evidence in the prior art that all active metabolites and prodrugs of SNRIs would also 
be effective. The prior art does provide evidence that active metabolites of parent 
drugs can vary considerably, in terms of potency and toxicity, as taught by Meyer (p. 
450, first paragraph). Furthermore, Meyer et. al. also teaches that drug metabolism 
is also genetically dependent, and that major differences can exist between different 
individuals' abilities to metabolize drugs (p. 453). Age, lifestyle, health, and other 
environmental factors can also have an effect on personal drug metabolism (p. 453). 
Therefore, it is unlikely that all active metabolites would have similar potency, and 
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toxicological data as the parent compounds. Therefore, while studies are useful to 
determine which particular active metabolites and prodrugs would be expected to be 
beneficial, there exists unpredictability regarding whether all active metabolites of 
compounds would have similar benefits of the parent compounds. 

(5) The relative skill of those in the art: 

The relative skill of one in the art would be high, such as that of an MD. 

(6) The amount of direction or guidance presented and (7) the presence or absence of 
working examples: 

The specification has provided guidance for escitalopram and pipamperone for 
treating mood or anxiety disorders. 

However, the specification does not provide guidance for all possible active 
metabolites of SNRIs to be administered as a composition for treating such 
disorders. 

(8) The quantity of experimentation necessary: 

Considering the state of the art as discussed by the references above, particularly with 
regards to the evidence of the prior art regarding active metabolites, and the high 
unpredictability in the art as evidenced therein, and the lack of guidance provided in the 
specification, one of ordinary skill in the art would be burdened with undue 
experimentation to practice the invention commensurate in the scope of the claims. The 
prior art teaches that considerable differences can exist between active metabolites and 
parent compounds regarding activity, metabolism, and toxicity. Therefore, not all active 
metabolites or prodrugs of SNRIs would be expected to be as effective as the parent 
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compounds. As such, one of ordinary skill in the art would be burdened with undue 
experimentation to determine specifically which active metabolites of prodrugs would be 
effective and safe for treating mood or anxiety disorders. 

Claim Rejections-Obviousness Type Double Patenting 

12. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

1 3. Claims 86, 94, and 1 05 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claim 41 of copending 
Application No. 10/725965. Although the conflicting claims are not identical, they are 
not patentably distinct from each other because they both cite compositions comprised 
of pipamperone and a selective serotonin re-uptake inhibitor. The claims therefore 



overlap considerably in scope. 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

14. Claims 86, 94, and 105 are drawn to a composition comprised of pipamperone, 
in a unitary dosage between 5-15 mg., and a selective serotonin, nor-adrenaline and 
dopamine reuptake inhibitor. Claims 86, 94, and 105 also cite that the combination is 
prepared as either for simultaneous, separate, or sequential administration. Claim 41 of 
the copending Application No. 10/725965 also cites a composition comprised of 
pipamperone in a dosage between 5-15 mg., and a selective serotonin reuptake 
inhibitor. While claims 41 of the copending application and claims 86, 94, and 105 of the 
instant application are not identical, the content of the claims is quite similar. Therefore 
claim 41 of the copending application and claims 86, 94, and 105 are obvious over each 
other. 



Information Disclosure Statements 



15. The information disclosure statement (IDS) submitted on 5/31/06, 4/12/07, 
8/22/07, 1 1/26/07, 2/27/08, and 4/3/09 were filed. The submission is in compliance with 
the provisions of 37 CFR 1 .97. Accordingly, the information disclosure statement is 
being considered by the examiner. The following documents were not taken into 
consideration, as they were not in English and were not accompanied by an English 
translation or an English language abstract: DE 4039631 A, Schindler et. al., Zeischrift 
Fur Allgemeinmedizin, 74, pp. 973-978, Volmar et. al., Psychologie Medicate, 18(10, pp. 
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1615-1622, Fouks et. al., Annales Medico-Psychologiques, 124, pp. 677-681, and 
Woggon, Therapeutische Umschau, 57, pp. 81-89, vvww.biam2.orq/www/Sub2783.html , 
entitled "pipamperone Dichlorhydrate," November 12, 2000, pp. 1-4, and 
www.adiph.org/pic/pedia-neuroleptiques.pdf, entitled "Medicaments Psychotropes: 
Posologies Chez L'Enfant et L' Adolescent, August 2001 , pp. 1-3. All other references 
listed on the IDS's were considered by the examiner. 



Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SARAH PIHONAK whose telephone number is 
(571 )270-7710. The examiner can normally be reached on Monday-Thursday 8:00 AM 
- 6:30 PM EST, with Fridays off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571)272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

S.P. 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1617 



